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REMARKS/ARGUMENTS 

With this amendment, claims 3, 4, 6 and 56-62 are pending. Claims 1-2, 5, 7-11, 
and 12-55 are cancelled. New claims 59-62 are added. For convenience, the Examiner's 
rejections are addressed in the order presented in a March 31, 2006, Office Action. 

I. Status of the claims 

Claim 3 is amended to recite an ADNF III nucleic acid having a nucleic acid 
sequence comprising a complementary sequence of SEQ ID NO:2. Support for this amendment 
is found throughout the specification, for example, at page 5, lines 29 through page 6, line 3. 
Claim 3 is also amended to recite that the encoded ADNF III polypeptide exhibits 
neuroprotective action on a neuron cell and has a specific structural formula recited in the claim. 
Support for these amendments is found throughout the specification, for example, at page 14, 
line 30 through page 15, line 1; page 7, lines 2-26; and page 57 line 20 through page 59, line 11. 
These amendments add no new matter. 

Claim 57 is amended to recite an isolated host cell. Support for this amendment is 
found throughout the specification, for example, at page 17, lines 20-22. This amendment is not 
a limiting amendment and adds no new matter. 

New claims 59-62 are added and recite specific encoded ADNF III protein 
sequences. Support for this amendment is found throughout the specification, for example, at 
original claims 25-30. This amendment adds no new matter. 

II. Objections to the specification 

The Examiner requested amendment of the specification to update the 
relationships and status of the priority documents. Applicants have amended the first paragraph 
of the specification in response. 
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III. Rejections under 35 U.S.C. §112, first paragraph, written description and 
enablement 

Claims 3-4, 6, and 56-58 are rejected under 35 U.S.C. §1 12, first paragraph for 
allegedly failing to describe the invention in a manner to convey that the inventors had 
possession of the invention at the time of filing. The description of the invention in the 
specification also allegedly fails to enable those of skill to make and use the invention. The 
Office Action states that the rejection encompasses both the written description and enablement 
requirements. To the extent the rejection applies to the amended claims, Applicants respectfully 
traverse. 

Claim 57 allegedly embraces new matter because it recites "a host cell". In order 
to expedite prosecution, claim 57 is amended to recite "an isolated host cell". Claim 3 is rejected 
for reciting an "ADNF III gene". In order to expedite prosecution, claim 3 is amended to recite 
"an ADNF III nucleic acid". 

Claim 3 and dependent claims are rejected because, allegedly, the ADNF III 
polypeptides encoded by the claimed nucleic acids are described so broadly that those of skill 
could not determine what structure or function the polypeptides must possess. The Office Action 
cited Ex parte Maizel 27 USPQ2d 1662, 1665 (BPAI 1992) as holding that claims drawn to 
DNA sequences encoding biologically equivalent proteins, without a defined amino acid 
sequence, are not enabled by disclosure of a single DNA sequence in the specification. 
Applicants respectfully assert that Maizel is properly construed as holding that a claim to a 
nucleic acid molecule limited by either structural characteristics of the encoded protein or by the 
function of the encoded protein is overly broad. As amended, the present claims are not overly 
broad and meet the requirements for enablement set forth in Maizel by reciting structural and 
functional characteristics of the encoded proteins. 

The claims are now directed to a nucleic acid that hybridizes to a reference 
sequence and that encodes an ANDF III polypeptide that comprises the ADNF III core active site 
and has neuroprotective properties. The specification provides disclosure and examples of how 
to identify ADNF III polypeptides that comprise the ADNF III core active site and that have 
neuroprotective properties. No fewer than four assays for ADNF III polypeptides with 
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neuroprotective properties are disclosed in the specification, e.g., at page 29, lines 9-16; page 35, 
lines 12-24; page 35, line 25 through page 36, line 5; and page 57, line 20 through page 63, line 
23. The identification of ADNF III polypeptides with neuroprotective properties is exemplified 
at page 84, line 18 through page 87, line 14 and at Figures 6A-C, 7A-B, 8, and 10. 

Moreover, according to the MPEP, claims directed to purified and isolated DNA 
species encoding a specifically named protein with a specifically identified sequence are enabled 
because one of skill could readily determine any one of the claimed embodiments. MPEP at 
§2164.08. Here, the encoded protein is an ADNF III core active site, e.g., SEQ ID NO:6, or 
ADNF III polypeptide that comprises an ADNF III core active site, e.g., SEQ ID NO:3, 10, 33, 
34, 35, 55, 57, or 59. Thus, based on the disclosure of the specification and the examples, the 
claim scope is not broader than the supporting disclosure and those of skill are enabled to make 
and use the entire scope of the claimed invention. 

According to the Office Action, the specification lacks sufficient description to 
convey to those of skill that the inventors were in possession of the invention of claim 3 and its 
dependent claims. To the extent the rejection for alleged lack of written description applies to 
the amended claims, Applicants respectfully traverse. 

Applicants respectfully traverse the rejection. As currently applied, the 

specification does comply with US patent law for description of a nucleic acid or amino acid 

sequence. The Federal Circuit court of Appeals addressed the description adequate to show one 

of skill that the inventors were in possession of a claimed genus at the time of filing. See, e.g., 

Enzo Biochem, Inc. v. Gen-Probe, Inc., 63 USPQ2d 1609 (Fed. Cir. 2002). An applicant may 

also show that an invention is complete by 

. . . disclosure of sufficiently detailed, relevant 
identifying characteristics which provide evidence that applicant 
was in possession of the claimed invention . . .i.e., complete or 
partial structure, other physical and/or chemical properties, 
functional characteristics when coupled with a known or disclosed 
correlation between function and structure, or some combination of 
such characteristics. Id. at 1613. 
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Furthermore, "description of a representative number of species does not require 
the description to be of such specificity that it would provide individual support for each species 
that the genus embraces." See, e.g., 66 Fed. Reg. 1099, 1 106 (2001). "In claims involving 
chemical materials, generic formulae usually indicate with specificity what the generic claims 
encompass. One skilled in the art can distinguish such a formula from others and can identify 
many of the species that the claims encompass. Accordingly, such a formula is normally an 
adequate description of the claimed genus." University of California v. Eli Lilly & Co., 43 
USPQ2d 1398, 1406 (Fed. Cir. 1997). M.P.E.P. 2163. 

The amended claims now provide both structural and functional limitations for 
the ADNF III polypeptides encoded by the claimed nucleic acids. The structure of the genus of 
polypeptides is recited as a formula, SEQ ID NO: 1 0, in keeping with the Federal Circuit decision 
of Lilly. The formula recites the sequence of the encoded ADNF III core active site, i.e., SEQ ID 
NO:6, which is required for functional activity. The encoded polypeptides must also exhibit 
neuroprotection of neuron cells. Assays for neuroprotective activity are found throughout the 
specification, for example at page29, lines 9-16; page 35, lines 12-24; page 35, line 25 through 
page 36, line 5; page 57, line 20 through page 63, line 23; page 84, line 18 through page 87, line 
14 and at Figures 6A-C, 7A-B, 8, and 10. Based on this disclosure, those of skill would be able 
both to envision the structure of the claimed nucleic acids that encode the ADNF III polypeptides 
and to assay the polypeptides for the neuroprotective activity required by the amended claims. 
Thus, the specification provides written description for the amended claims. 

In view of the above amendments and remarks, withdrawal of the rejections under 
35 U.S.C. §1 12, first paragraph is respectfully requested. 

IV. Rejections under 35 U.S.C. §112, second paragraph 

Claim 6 is rejected as allegedly indefinite. In order to expedite prosecution, claim 
6 is amended to recite "an ADNF III polypeptide", rather than "an ADNF polypeptide". In view 
of this amendment, withdrawal of the rejection for alleged indefiniteness is respectfully 
requested. 
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V. Rejections under 35 U.S.C. §102(a) 

Claim 3 is rejected as allegedly anticipated by Nagase et al. DNA Res. 5:277-286 
(1998). The rejection appears to apply because claim 3 recites SEQ ID NO:56 and 58. 
According to the Office Action, because claim 3 recites SEQ ID NO:56 and 58, claim 3 is not 
entitled to the benefit of the earliest filed priority document, U.S. Provisional Application No. 
60/037,404, filed February 7, 1997. The Office Action has awarded claim 3 and dependent 
claims the benefit of the filing date of the parent application, Application No. 09/187,330, filed 
on November 6, 1998. Although the other disclosed ADNF III sequences are awarded the 
February 7, 1997 priority date, Applicants respectfully traverse the rejection of claims 3-4, 6, and 
56-58 based on the recitation of SEQ ID NO:56 and 58. Nagase et al. is not prior art to any of 
the claimed sequences. 

To anticipate a claim, the reference must teach every element of the claim. "A 
claim is anticipated only if each and every element as set forth in the claim is found. . .in a single 
prior art reference." Verdegaal Bros. v. Union Oil of California, 814 F.2d 628, 631, 2 USPQ2d 
1051, 1053 (Fed. Cir. 1987). Thus, in order to anticipate, the cited references must contain every 
element of the claims at issue. Nagase et al. does not disclose all of the elements of the claims 
and is not an enabled reference. Moreover, GenBank Accession No. ABO 1 8327, cited by Nagase 
et al. for sequence information, is not prior art because it was not available to the public before 
the November 6, 1998 filing date. 

Nagase et al. recites a publication date of October 30, 1998. Applicants do not 
concede that that Nagase et al. was first made available to the public on or before this alleged 
publication date. Nagase et al. discloses generation of a size-fractionated human brain cDNA 
library, followed by screening for in vitro protein-coding potential, and then sequencing of the 
cDNA. Nagase et al. discloses physical maps of the clones, chromosomal locations, cDNA 
lengths and accession numbers that allegedly can be used to access the complete sequence data 
of the clones. However, Nagase et al. does not disclose the complete DNA sequence of any 
human brain cDNA library clone, including the clone alleged to anticipate the claims. Without 
such sequence information, Nagase et al. cannot enable one of skill to make and use any specific 
nucleic acid sequence. 
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The Federal Circuit has repeatedly ruled that in order to anticipate an invention, a 

prior art reference must contain an "enabling disclosure." In re Hoeksema, 158 USPQ 596, 600 

(CCPA 1968). The proper test of an enabling description in a publication cited under § 102 is: 

whether one skilled in the art to which the invention pertains could 
take the description of the invention in the printed publication and 
combine it with his own knowledge of the particular art and from 
this combination be put in possession of the invention on which a 
patent is sought. Id., and In re LeGrice, 301 F.2d 929, 939 
(C.C.P.A. 1962). 

The claimed invention is a genus of ADNF III nucleic acid sequences, i.e., 
chemical compounds. Courts have developed a body of case law regarding the information 
required to provide an enabling disclosure of a chemical compound. In order to place a chemical 
compound in possession of the public, the disclosure must be such that one of ordinary skill in 
the art could at once envisage the compound. In re Donohue, 207 USPQ 196, 199 (Fed Cir. 
1980) and In re Petering, 133 USPQ 275, 279-280 (C.C.P.A. 1962). In addition, the reference 
must disclose a method of making the compound. In re Hoeksema, 158 USPQ at 601. 

First, Nagase et al. fails to enable the claimed inventions because it does not 
provide a method of making the claimed ADNF III nucleic acids. The Federal Circuit has 
repeatedly ruled that general cloning methods, such as the library construction methods disclosed 
in Nagase et al., are not sufficient to describe how to make a specific DNA sequence, such as a 
ADNF III nucleic acid of SEQ ID NOs: 54-56. The Federal Circuit has provided a legal standard 
for information necessary to conceive a method of making a nucleic acid and, by analogy, the 
information necessary to disclose a method of making a nucleic acid. According to the Federal 
Circuit, both conception of a nucleic acid structure and a method of making a nucleic acid occur 
simultaneously with disclosure of the DNA sequence. See Amgen v. Chugai, 927 F.2d 1200 
(Fed. Cir. 1991); Fiers v. Revel, 984 F.2d 1164 (Fed. Cir. 1993); In re Bell, 991 F.2d 781 (Fed. 
Cir. 1993); and In re Deuel, 51 F.3d 1552 (Fed. Cir. 1995). Thus, in order to disclose a method 
of making a specific nucleic acid or genus of nucleic acids, a specific DNA sequence must be 
provided. Without disclosure of the specific nucleic acid sequence, the cited reference does not 
provide the required "enabling disclosure." 
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Nagase et al. also fails to disclose the specific ADNF III nucleic acid sequences in 
a manner to allow one of skill to "at once envisage" SEQ ID NO's:54-59. Nagase et al. appears 
to rely on the disclosure of GenBank Accession No. ABO 18327 for the complete sequence of the 
nucleic acid. However, GenBank Accession No. ABO 18327 was submitted to public database 
after November 6, 1998, the earliest priority date for SEQ ID NO:56 and 58. As evidence of the 
first public availability date of the alleged anticipatory sequences, Applicants provide as Exhibit 
A, a revision history from the website of the National Center for Biotechnology Information for 
ABO 18327. ABO 18327 was first seen at the NCBI website on November 16, 1998, i.e., after the 
November 9, 1998 filing date. Thus, neither Nagase et al. nor GenBank Accession No. 
AB018327 can be cited as prior art for the claimed invention, including SEQ ID NO's:54-59. 

In view of the above amendments and remarks, withdrawal of the rejections for 
alleged anticipation is respectfully requested. 

VI. Rejections under 35 U.S.C. §103(a) 

Claims 56-58 are as allegedly obvious in view of Nagase et al. As discussed 
above, Nagase et al. is not properly cited as prior art. Nagase et al. is not an enabling reference 
and a supporting reference, Genbank accession no. ABO 18327, was not publicly available before 
the alleged priority date. In view of the above amendments and remarks, withdrawal of the 
rejections for alleged obviousness is respectfully requested. 

CONCLUSION 

In view of the foregoing, Applicants believe all claims now pending in this 
Application are in condition for allowance. The issuance of a formal Notice of Allowance at an 
early date is respectfully requested. 

If the Examiner believes a telephone conference would expedite prosecution of 
this application, please telephone the undersigned at 415-576-0200. 
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Respectfully submitted, 

/Beth L. Kelly/ 

Beth L. Kelly 
Reg. No. 51,868 

TOWNSEND and TOWNSEND and CREW LLP 

Two Embarcadero Center, Eighth Floor 

San Francisco, California 941 1 1-3834 

Tel: 415-576-0200 

Fax: 415-576-0300 
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QHVAAPYIAKAGEKSLNGAVPLGSNAREESSIHCKRCLFMPKSYEALVQHVIEDHERI 
GYQVTAMIGHTNWVPRSKPLMLIAPKPQDKKSMGLPPRIGSLASGNVRSLPSQQMVN 
RLS I PKPNLNSTGVNMMSS VHLQQNNYGVKS VGQGYS VGQSMRLGLGGNAPVS I PQQS 
QSVKQLLPSGNGRSYGLGSEQRSQAPARYSLQSANASSLSSGQLKSPSLSQSQASRVL 
GQSSSKPAAAATGPPPGNTSSTQKWKICTICNELFPENVYSVHFEKEHKAEKVPAVAN 
YIMKIHNFTSKCLYCNRYLPTDTLLNHMLIHGLSCPYCRSTFNDVEKMAAHMRMVHID 
EEMGPKTDSTLSFDLTLQQGSHTNIHLLVTTYNLRDAPAESVAYHAQNNPPVPPKPQP 
KVQEKAD I PVKS S PQAAVPYKKDVGKTLCPLCFS ILKGP I SDALAHHLRERHQVIQTV 
HPVEKKLTYKCIHCLGVYTSNMTASTITLHLVHCRGVGKTQNGQDKTNAPSRLNQSPS 
LAPVKRTYEQMEFPLLKKRKLDDDSDSPSFFEEKPEEPWLALDPKGHEDDSYEARKS 
FLTKYFNKQPYPTRREIEKLAASLWLWKSDIASHFSNKRKKCVRDCEKYKPGVLLGFN 
MKELNKVKHEMDFDAEWLFENHDEKDSRVNASKTADKKLNLGKEDDSSSDSFENLEEE 
SNESGSPFDPVFEVEPKISNDNPEEHVLKVIPEDASESEEKLDQKEDGSKYETIHLTE 
EPTKLMHNASDSEVDQDDWEWKDGASPSESGPGSQQVSDFEDNTCEMKPGTWSDESS 
QSEDARSSKPAAKKKATMQGDREQLKWKNSSYGKVEGFWSKDQSQWKNASENDERLSN 
PQIEWQNSTIDSEDGEQFDNMTDGVAEPMHGSLAGVKLSSQQA" 

ORIGIN 

1 atactgtaaa gaacatatag aagattttaa acaatttgaa cctaatgact tttatttgaa 
61 aaacactaca tgggaggatg taggactgtg ggacccatca cttacgaaaa accaggacta 
121 tcggacaaaa cctttctgct gcagcgcttg tccattttcc tcaaaattct tctctgccta 
181 caaaagtcat ttccgcaatg tccatagtga agactttgaa aataggattc tccttaattg 
241 cccctactgt accttcaatg cagacaaaaa gactttggaa acacacatta aaatatttca 
301 tgctccgaac gccagcgcac caagtagcag cctcagcact ttcaaagata aaaacaaaaa 
3 61 tgatggcctt aaacctaagc aggctgacag tgtagagcaa gctgtttatt actgtaagaa 
421 gtgcacttac cgagatcctc tttatgaaat agttaggaag cacatttaca gggaacattt 
481 tcagcatgtg gcagcacctt acatagcaaa ggcaggagaa aaatcactca atggggcagt 
541 ccccttaggc tcgaatgccc gagaagagag tagtattcac tgcaagcgat gccttttcat 
601 gccaaagtcc tatgaagctt tggtacagca tgtcatcgaa gaccatgaac gtataggcta 
661 tcaggtcact gccatgattg ggcacacaaa tgtagtggtt ccccgatcca aacccttgat 
721 gctaattgct cccaaacctc aagacaagaa gagcatggga ctcccaccaa ggatcggttc 
781 ccttgcttct ggaaatgtcc ggtctttacc atcacagcag atggtgaatc gactctcaat 
841 accaaagcct aacttaaatt ctacaggagt caacatgatg tccagtgttc atctgcagca 
901 gaacaactat ggagtcaaat ctgtaggcca gggttacagt gttggtcagt caatgagact 
961 gggtctaggt ggcaacgcac cagtttccat tcctcaacaa tctcagtctg taaagcagtt 
1021 acttccaagt ggaaacggaa ggtcttatgg gcttgggtca gagcagaggt cccaggcacc 
1081 agcaagatac tccctgcagt ctgctaatgc ctcttctctc tcatcgggcc agttaaagtc 
1141 tccttccctc tctcagtcac aggcatccag agtgttaggt cagtccagtt ccaaacctgc 
1201 tgcagctgcc acaggccctc ccccaggtaa cacttcctca actcaaaagt ggaaaatatg 
1261 tacaatctgt aatgagcttt ttcctgaaaa tgtctatagt gtgcacttcg aaaaagaaca 
1321 taaagctgag aaagtcccag cagtagccaa ctacattatg aaaatacaca attttactag 
1381 caaatgcctc tactgtaatc gctatttacc cacagatact ctgctcaacc atatgttaat 
1441 tcatggtctg tcttgtccat attgccgttc aactttcaat gatgtggaaa agatggccgc 
1501 acacatgcgg atggttcaca ttgatgaaga gatgggacct aaaacagatt ctactttgag 
1561 ttttgatttg acattgcagc agggtagtca cactaacatc catctcctgg taactacata 
1621 caatctgagg gatgccccag ctgaatctgt tgcttaccat gcccaaaata atcctccagt 
1681 tcctccaaag ccacagccaa aggttcagga aaaggcagat atccctgtaa aaagttcacc 
1741 tcaagctgca gtgccctata aaaaagatgt tgggaaaacc ctttgtcctc tttgcttttc 
1801 aatcctaaaa ggacccatat ctgatgcact tgcacatcac ttacgagaga ggcaccaagt 
1861 tattcagacg gttcatccag ttgagaaaaa gctcacctac aaatgtatcc attgccttgg 
1921 tgtgtatacc agcaacatga ccgcctcaac tatcactctg catctagttc actgcagggg 
1981 cgttggaaaa acccaaaatg gccaggataa gacaaatgca ccctctcggc ttaatcagtc 
2 041 tccaagtctg gcacctgtga agcgcactta cgagcaaatg gaatttccct tactgaaaaa 
2101 acgaaagtta gatgatgata gtgattcacc cagcttcttt gaagagaagc ctgaagagcc 
2161 tgttgtttta gctttagacc ccaagggtca tgaagatgat tcctatgaag ccaggaaaag 
2221 ctttctaaca aagtatttca acaaacagcc ctatcccacc aggagagaaa ttgagaagct 
2281 agcagccagt ttatggttat ggaagagtga catcgcttcc cattttagta acaaaaggaa 
2341 gaagtgtgtc cgtgattgtg aaaagtacaa gcctggcgtg ttgctggggt ttaacatgaa 
24 01 agaattaaat aaagtcaagc atgagatgga ttttgatgct gagtggctat ttgaaaatca 
2461 tgatgagaag gattccagag ttaatgctag taagactgct gacaaaaagc tcaaccttgg 
2521 gaaggaagat gacagttcct cagacagttt tgaaaatttg gaagaagaat ccaatgaaag 
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2581 tggtagccct tttgaccctg tttttgaagt tgaacctaaa atctctaacg ataacccaga 
2641 ggaacatgta ctgaaggtaa ttcctgagga tgcttcagaa tctgaggaga agctagacca 
2701 aaaagaggat ggttcaaaat acgaaactat tcatttgact gaggaaccaa ccaaactaat 
2761 gcacaatgca tctgatagtg aggttgacca agacgatgtt gttgagtgga aagacggtgc 
2821 ttctccatct gagagtgggc ctggatccca acaagtgtca gactttgagg acaatacctg 
2 8 81 cgaaatgaaa ccaggaacct ggtctgacga gtcttcccaa agcgaagatg caaggagcag 

2 941 taagccagct gccaaaaaaa aggctaccat gcaaggtgac agagagcagt tgaaatggaa 

3 0 01 gaatagttcc tatggaaaag ttgaagggtt ttggtctaag gaccagtcac agtggaagaa 
3061 tgcatctgag aatgatgagc gcttatctaa cccccagatt gagtggcaga atagcacaat 
3121 tgacagtgag gatggggaac agtttgacaa catgactgat ggagtagctg agcccatgca 
3181 tggcagctta gccggagtta aactgagcag ccaacaggcc taagtgccag gttccctggc 
3241 gttggtgaca tgctgcagcc tggaactctg atctccagtg tgactgcaaa gctgtcttct 
3301 cactggtact gccttgtgag tactggttgg actgtggggc atgtggccgc tgcagttcca 
33 61 gtggttattt ctaagtctat gacaggacag gctgttcttg cttcagaacc ttctctgaca 
3421 gacacggtaa ctaaatgtga aaaaccaata agctggtgac tcatgaatac acacgaggaa 
3481 aagcagaggt ttattttatc tgccttttca acatttcttt ccctctgtga aatgattggt 
3 541 cagatgtctt tgagaagtgt taaactaatt cacatggtag tgtagggcca acatacaagc 
3601 taccagtcta atgtgtatag tagactttgg gaaaagcgat tttttttcat gtattcattc 
3661 tgaatagttg aaatgtatat ttgtacagtc ttttagacct attcaagtga tgctcatgat 
3721 cctgttactg tgtgcccatc atagatttct ttttttagtg ttgcccttgc tgtgtaataa 
3781 acgctctatc tagtttacct agcaaaagct caaaactgcg ctagtatgga ctttttggac 
3 841 agacttagtt tttgcacata accttgtaca atcttgcaac agaggccagc cacgtaagat 
3 901 atatatctgg actctcttgt attataggat ttttcttgtt ctgaatatcc ttgacattac 
3961 agctgtcaaa aacaaaaact ggtatttcag atctgttttc tgaaatcttt taagctaaaa 
4021 tcacatgcaa gaattgactt tgcagctact aattttgaca ccttttagat ctgtataaaa 
4081 gtgtgttgtg ttgaagcagc aaaccaatga gtgctgcatt ttggatattt agttttatct 
4141 ttagttcaac accatcatgg tggattcatt tataccatct aatatatgac acactgttgt 
42 01 agtatgtata attttgtgat ctttattttc cctttgtatt cattttaagc atctaaataa 
4261 attgctgtat tgtgcttaat gt 
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